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VRCZ VRCZ VNO

VRCZ

HepaRG VRCZ VRCZ MRNA
VRCZ 10 p g/mL CYP2C9 100 p g/mL CYP3A4
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Antimicrobial Agents and Chemotherapy, 53, 1793-1796,

2009 Cancer, 109, 1532-1535, 2007 TDM
TDM
®
P450 CYP VRCZ
TDM 1
VRCZ N- VNO
VNO/VRCZ 2.2 — 7.0
VRCZ VRCZ
2
HepaRG HepaRG®
HPR116 HepaRG Medium 670 24 well
I 0.48x10° viable cells/well 24
Medium 620 28 VRCZ 1—100 pg/mL
0.1 (VIv)% vehicle
Real-time PCR mMRNA
NucleoSpin® RNA 1 Real time PCR
H EPaRG total RNA {514 Forward (5'—3") Reverse (5'—3")
CYP2C9 GAC ATG AAC AAC CCT CAG GACTIT TGCTTG TCG TCT CTG TCC CA
tOta] RNA CYP2C19 GAA CAC CAA GAATCG ATG GAC A TCA GCAGGA GAA GGAGAG CATA
PrimeScript™ RT reagent Kit CYP3A4  CIG TGT GTT TCC AAG AGA AGT TAC  TGC ATC AAT TTC CTC CTG CAG
GAPDH GAG TCA ACG GAT TTG GTC GT GAC AAG CTT CCC GTT CIC AG
cDNA Real-time
PCR TB Green® Premix Ex Tag™ II Tli RNaseH Plus Kondo
PLoS One, 9, €104010, 2014 1 Thermo Fisher Scientific
ViiA™ 7 PCR CYP VRCZ

CYP2C9 CYP2C19 CYP3A4 mRNA



4 MRNA 1
GAPDH Glyceraldehyde 3-phosphate dehydrogenase

HepaRG MRNA VRCZ
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0408 MRNA n=2 3

VRCZ mMRNA VRCZ
mMRNA vehicle VRCZ 1 pg/mL
10 pg/mL CYP2C9 mRNA
100 pg/mL CYP3A4 mRNA VRCZ
mMRNA 2
CYP2C9 10 ,CYP2C19 20 1 CYP3A4
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Vehicle (0.1 (v/v)% MeOH) B VRCZ 1 pg/mL M VRCZ 10 pg/mL [ VRCZ 100 pg/mL
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dimethyl sulfoxide DMSO
CYP3A4
50 10 Drug Metabolism and Disposition, 38, 516-525, 2010 Applied
Toxicology, 34, 1078-1086, 2014 DMSO
Chemico-Biological Interactions, 168, 66-73,
2007 Medium 620

CYP3A4 VRCZ VNO






